S5
8.8 Hz, 2H, H f ), 1.30 (m, 3H, H g ), 1.13 (d, J = 7.4 Hz, 2H, H h ); 13 C NMR (100 MHz, CDCl 3 ) : δ = 194.3, 158.0, 157.8, 152.7, 137.8, 131.1, 128.4, 123.9, 120.5, 119.2, 18.1, 12 Aldehyde S3 (178 mg, 0.5 mmol) was dissolved in THF (5 mL). TBAF (1 M solution in THF, 1 mL, 1.0 mmol) was added and the mixture was stirred at ambient temperature for 80 min. CH 2 Cl 2 (100 mL) and water (100 mL) were added, the organic layer separated and the aqueous layer extracted with CH 2 Cl 2 (2 x 50 mL). The combined organic layers were washed with sat. aqueous NaCl--solution and dried over MgSO 4 . Removal of the solvents under reduced pressure yielded 105 mg of S4 (quant.) as a yellow solid.
Method 2 6--Bromo--2--pyridinecarboxaldehyde (930 mg, 5 mmol) and p--Hydroxyphenylboronic acid (856 mg, 6.25 mmol were dissolved in dioxane (36 mL) and water (4 mL) and flushed with nitrogen. Pd(PPh 3 ) 4 (290 mg, 0.25 mmol) and Cs 2 CO 3 (8.1 g, 25 mmol) were added and the mixture stirred at 90 °C overnight. CH 2 Cl 2 (100 mL) and water (100 mL) were added, the organic phase isolated and the aqueous phase washed with CH 2 Cl 2 (2 x 50 mL). The combined organic layers were washed with sat.
aqueous NaCl--solution and the solvent removed under reduced pressure. The crude product was purified by automated column chromatography (24 g silica, 100% CH 2 Cl 2 → 50% EtOAc in CH 2 Cl 2 ) to yield 700 mg (70%) of S4 as a yellow solid. 194.3, 157.7, 157.2, 152.7, 137.9, 131.1, 128.8, 123.9, 119.3, 116 160.5, 157.7, 156.7, 152.7, 148.4, 144.3, 139.9, 137.8, 132.4, 130.8, 130.8, 128.5, 124.2, 123.9, 119.2, 115.0, 113.1, 64.8, 64.2, 63.2, 34.4, 31.5, 29.5 8, 148.4, 144.3, 139.8, 132.4, 131.6, 130.9, 124.2, 130.9, 130.9, 124.2, 124.2, 115.0, 113.1, 65.0, 64.3, 63.2, 34.4, 31.5, 29.5, 28.5 Method 1 4--Aminophenol (27 mg, 0.25 mmol) and S5 (156 mg, 0.25 mmol) were dissolved in DMF (10 mL).
Cs 2 CO 3 (90 mg, 0.28 mmol) was added and the mixture stirred at ambient temperature for 36 h.
CH 2 Cl 2 (50 mL) and water (50 mL) were added and the organic layer isolated. The aqueous layer was washed with CH 2 Cl 2 (2 x 25 mL) and the combined organic layers dried over MgSO 4 . The solvents were removed under reduced pressure and the crude product purified by automated column chromatography (4 g silica, 100% PE → 100% CH 2 Cl 2 ) to yield 60 mg (37%) of 3 as a red solid.
Method 2 S6 was dissolved in CH 2 Cl 2 (2 mL) and TFA (0.5 mL) was added. The solution was allowed to stir at ambient temperature for 30 min. CH 2 Cl 2 (50 mL) and sat. aqueous NaHCO 3 solution were added and the organic layer was isolated. Evaporation of the solvent afforded 59 mg (97%) of 3 as a red solid. 8, 152.4, 148.4, 144.3, 139.7, 139.6, 130.9, 130.9, 124.1, 116.8, 115.8, 113.1, 65.3, 64.5, 63.2, 34.4, 31.5, 29 157.9, 157.7, 155.7, 151.9, 151.7, 149.4, 149.4, 145.5, 140.9, 140.6, 140.5, 139.7, 139.5, 132.9, 132.6, 132.5, 131.2, 131.2, 130.3, 129.6, 129.5, 127.5, 126.8, 125.4, 125.4, 125.0, 124.2, 121.2, 116.5, 116.0, 115.0, 114.3, 114.2, 114.0, 72.7, 70.6, 68.5, 65.7, 65.0, 64.8, 64.7, 34.9, 31.5, 30.4, 29.8, 29.7, 29.5, 29.3, 29.1, 26 2, 159.7, 159.4, 158.2, 157.9, 157.5, 151.7, 151.6, 149.4, 149.3, 145.4, 143.1, 140.9, 139.8, 139.7, 132.9, 132.5, 131.2, 130.3, 129.5, 129.4, 128.1, 127.3, 125.4, 125.2, 124.2, 121.1, 120.3, 118.3, 114.9, 114.2, 114.00, 72.8, 70.7, 68.5, 64.7, 64.6, 34.9, 31.5, 29.7, 29.5, 29 160. 4, 159.6, 156.7, 156.7, 156.7, 151.8, 148.4, 148.4, 144.3, 144.2, 139.9, 139.9, 138.3, 132.4, 132.4, 131.5, 130.8, 130.8, 130.6, 128.3, 124.7, 124.2, 120.2, 119.4, 114.9, 114.9, 113.1, 113.0, 64.8, 64.6, 64.2, 64.1, 63.2, 63.2, 57.4, 56.1, 34.4, 34.4, 31.5, 31.5, 29.9, 29.4 ; LR--ESI--MS: m/z = 1395.6
[M+H] + . in CH 2 Cl 2 (5 mL) and stirred for 10 min at ambient temperature. The solvent was removed under reduced pressure and the residue redissolved in DMF (5 mL) and CH 2 Cl 2 (1 mL). Cs 2 CO 3 (32 mg, 100 µmol) was added and the resulting mixture stirred at 24 h at ambient temperature and then for 24 h at 50 °C. CH 2 Cl 2 (20 mL) was added, the mixture filtered and the solvent removed under reduced pressure. The residue was dissolved in CH 2 Cl 2 (100 mL) and washed with sat. aqueous EDTA solution containing ammonia (17 %) (2 x 50 mL). The solvent was removed under reduced pressure and the residue purified by automated column chromatography (4 g silica, CH 2 Cl 2 → EtOAc) to yield 21 mg (20 %) of S10 as a colorless solid. 9, 159.9, 157.5, 157.1, 156.9, 156.7, 156.6, 156.4, 148.4, 144.3, 144.3, 139.8, 139.8, 137.5, 137.4, 132.4, 132.4, 132.2, 130.9, 130.9, 129.9, 129.1, 128.3, 128.2, 127.9, 125.0, 124.2, 124.2, 119.7, 118.4, 118.2, 117.9, 116.7, 114.7, 114.6, 114.1, 113.1, 113.0, 64.7, 64.6, 64.3, 64.3, 64.0, 63.1, 62.8, 62.5, 52.0, 51.3, 50.6, 50.0, 34.4, 32.1, 31.8, 31.5, 29.9, 29.5, 29.1, 22.9, 14 
